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h 3MS JfiLJUtt* tyyf'J^K, GM-CSFfc X tfTGF- /? 0#&TTJg*-*- 
[MsfaEii 2 ] 

®#^4:GM-CSFJ3«l:O f TGF-^^^T-CJ$«i-*- t t^tr, 9 ^y/WN^IBI&OP 
lit**! 5 1 

W< 7 9 KiMnyc-C* * IS*^ 4 faifcO 9 > y >Wn > * *BIJfe^P3&:£&o 

y y 9 V if* K*«, Delta-K Delta-2> Delta-3> Delta-4x Jagged-liJ «fc l>Jagged-2^ 
h * mfrbWR $ ft* W*« H^5W v*1* ft** 1 91 fclMRO 9 > y >w> > * »fl&oP 

y y9V#> K75 $ Delta-l-C^*lS*^6I£IR07 ^y;V^>^^^^>P$4^o 

t >^niL^$^i$ tL^CDi4»ttjWW&-e*a, i * 2 cE«o?vy 
[i**^ 9 ] 

yyyju^y^ym&MK. m ka>j>, 9>y; v^itfccRetfi&msft-cv** c 
t £#f&ti-*i&*3i i 8 ov^-r ft^ i yrns^yxmmomwsmo 

S^K. -7>y;WN>^iBia^®^ % MHC9 9*I$H^fc&HLA-ABC, MHC9 9 J^II^T 
X- * * HLA-DR, CD80£ «£ ira)86tf*#&:pi $ ft"C v> £ CL t * #m i: "f * W*^ 9 B«<0 9 > y 

11] _ 
12] 

9>y;wNVXj!fflj&«^&fc^T-fc;5>, o v»i* ft* l -&\z.WM<r> 7 

[Bt*«13] 

i^e>i2 ft* i «nta«to*ifeT?p«**tfc9 

[Iff 14] 

E-* u ^ . 9 ^y v > # x vccsiBimfe&m fcs&s $ ft-c v> * 1 3 ism^ 9 
>y;u^N>^^a 0 

[IMfcSli 5] 

$ <b MHC* 9 ^I^-C* 3HLA-ABC, MHC9 9 *II5^-e& &HLA-DR. CD80i3 i r>CD 

86i>mifamM v^m. s ft-c & ft*^ 1 4 iam<^ 9 > y ;v^^ > * *hb&o 

[tt*^ 16] _ ^ 

SHU-ABC. MHC^9^II^f-^**HLA-DR, CD80fc<fc 1^)86^® l-HS$*LTV>& 9 > 
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IW2£}H 1 7 1 

2 1] 
llft^fclll 2 2 ] 

2 3 ] 

"bBHfc t fc**JMM*** > Sv + ViTVY* GM-CSFiJ <fc OTGF- y9 O^fcT-Cig 
jl^^r 2 5] 

[W** 2 6] 

;-;f-'j5y^W Delta-1> Delta-2^ Delta-3> Delta-4, Jagged-li3 «fc 0 J Jagged-2*» 
Jr> K7&«Delta-lt?*^W*«2 6 9 >**lllfe*>W»* 
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[f&9JO£1fr] /yf'J K Delta-1> GM-CSF, TGF-0 Srfflv^ h*«UMM*#T* 
[0 0 0 1] 

#S&lE{i, #lK*DIJfe (dendritic cells; DC)<0-ffigl-C**^7 ^y;w^**fflfl&(La 
ngerhans cells; LC)tf>*g*HMU fc h*^lfiLm^"e**CD14iai±«afla^^ ^ ? * 'J 
tfS'H (Notch ligand) Delta-1, GM-CSF, TGF-/? «rfflV>T9 ^y;WN ^**fflfl&fcWISH- 

[0 0 0 2] 

W«Bflfe(dendritic cells; DC)ti, MS:^t 
tn;Mil^iNBBat?**(Steinman RM<b, Annu Rev Immunol 9: 271-296, 1991; Caux Cb, I 
mmunol Today 16: 2-5, 1995; Hart DNJ, Blood 90: 3245-3287, 1997; Cella MF<b, C 
urr Opin Immunol 9: 10-16, 1997; Banchereau Jb. Nature 392: 245-252, 1998; Ban 
chereau J<b> Annu Rev Immunol 18: 767-811, 2000) o J&J8<Z>^& £DC4>— 3E 

MXtbh&fc? ^r;w^*iiiJfe(Langerhans cells; LC)tt, tt^iB K 9 > y 'J J' (La 
ngerin) , E-fJ K^U > (E-Cadherin) , CCR6*f&mU «B F*3t- *±B i rbeck^*fc 4r 
•f&fci^^Sfc&^^KSchuler G (ed.)> Epidermal Langerhans Cells. CRC Press, Boc 
a Raton, FL, 1991; Valladeau J<b, Immunity 12: 71-81, 2000; Tang kb. Nature 36 
l: 82-85. 1993; Greaves DR<b, J Exp Med 186: 837-844, 1997)o LCJi&JflK^A Ltz 

LfcffiUfc naive TJffi)!&&& v>J±* * U -T*IHJ&KJt^ U Ztib £«if£1£<fc&a v»»*W 
[0 0 0 3] 

fc, #fl«*^t?*)* fc#£<btLtv^/ > :(Volc-Platzer B<b> N Engl J Med 310: 1123- 
1124, 1984) 0 Cltt^-COin vitroOHmn^v^-CJi, ffi^lfiLfc* Wi5k$lfiL<7>CD34|^'l4 
Mtfnffl^iffifl&i: granulocyte-macrophage colony-stimulating factor (GM-CSF) + tumor n 
ecrosis factor- a (TNF- a) 0#£T & t s ^M^-^iLCK^fcLTV*;*, 
£ i:rt s ^S*LT*3 (Caux Cb, Nature 360: 258-261, 1992; Caux Cb, J Exp Med 1 
84: 695-706. 1996; Strunk D<b, Blood 87: 1292-1302, 1996), LCte&]fiL$»feS5fc-C 

(DmnW&K^^Xit^tz-t-frlzWbfrKZtiX^^o tfz, H GM-CSF 
+ interleukin4(IL-4) + transforming growth f actor- p (TGF- p ) , GM-CSF + IL-15, G 

m-csf + TCF-zj^^^itifiLH^om^^-e^i - ^ t> -TO*fflJfef±LCK:5WI:-t & t 

#^-$tt-CV^75*(Geissmann F"b, J Exp Med 187: 961-966. 1998; Mohamadzadeh M<b, 
J Exp Med 194: 1013-1020, 2001; Guironnet Gib, J Leukoc Biol_71: 845-853, 2002 
)„ Zfcb(Dfefam^<D&&TK&ft%l£,^<DfriU$-\-fr-% i><Db\$m^W.^o — & 
ffi<DM&*t*l,Zi±, I£fc«:Mfc&#m^DCT-&£|t&DC (dermal DO^&L-Tis <5 , - 
ft<b?>dermal DCfit: h ^glfillg.:^ <b GM-CSF + IL-4K X o T5Hb^S$*L& (Roman i N 
<b, J Exp Med 180: 83-93, 1994; Sallusto F<b, J Exp Med 179: 1109-1118, 1994)o 

auam %mmv>%£.*?frM'Mm%&m* Lx^z>zt-t>mbfrKZtix%x 

v^Notch Uganda— oT?£&Delta-lri s (0hishi K<b, Int J Hematol 75: 449-459, 20 
02; Ohishi Kb, Semin Cell Dev Biol 14: 143-150, 2003), 
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#filSl3fe<aCD34l»1&HBfl&#' b £>dennalMDCO#fl;KM t> o X v» h Z. 1 1 S *lT * (0 
hishi Kfc, Blood 98:1402-1407, 2001) o iOi^i:, &fa.&mUfrbVC^<Ofti\:ti.. 

[0 0 0 41 

I*»WF**lt 1 1 Caux C<b* Nature 360: 258-261, 1992; Caux Zb. J Exp Med 18 
4: 695-706, 1996 
W(WrXto2 \ Strunk D«b^ Blood 87: 1292-1302. 1996 
PMMHdRS] Geissmann Ffc> J Exp Med 187: 961-966, 1998 
[IMMWtiU] Mohamadzadeh life* J Exp Med 194: 1013-1020. 2001 
teMMWORSl Guironnet Gfe> J Leukoc Biol 71: 845-853. 2002 
WftVfXWi 6 1 Romani Nfe, J Exp Med 180: 83-93. 1994 
[##W\fctt7l Sallusto Ft., J Exp Med 179: 1109-1118, 1994 
UMSIWCSIU) Ohishi Kfe, Int J Hematol 75: 449-459. 2002 
l^WWdtlR 9 ] Ohishi Kfe* Semin Cell Dev Biol 14: 143-150. 2003 
0] Ohishi Kfe> Blood 98:1402-1407, 2001 

[0 0 0 5] 

[UUffi & * 0#&1 

[0 0 0 61 

*H^#^J±> ^ yf'J#v K (Notch ligand) Delta-1. GM-CSF* TGF-0 =Srfflv^7cUj 
[0 0 0 81 

[ 1 ] 5fc*glMM£Sfc£ Sy + GM-CSF*3 «t tFTGF- fi O^lETt^tt * C t 
*o«JM&**GM-CSF* <t tfTGF- ft <Dtf&TX~%mir %>Z.b * #tr, 7 > t*JWn > ^«BJfi 

[3] y y *-v*r> vz%mm®%fK®teitLx&< itmtn, [i]*fci*[2] 

[4] ;yf'J#> KTm^T^ KiWSl^^f KSrflWSU *ff*J88»K»*0^ 

[5] #0^7*f K7&*myc-C& £ [4]©9 ^T^WN^X^fflJ&OfiS!^^ 
[0 0 0 9] 

[6] yyf 'JsirvKjJ 1 , Delta-1> Delta-2> Delta-3> Delta-4* Jagged-li3 X EFJagged 
-2* fefc&S^fe C 1 3#fe t 5 >y^N>^tt<7)^l*^ 

[7] y y K7^» s Delta-l•C*^[6]c07>y;^^^>^»Opm^. 
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[8] * Y*ffi$L%.®m<%-MZftKC[>im&mm-?&z. [i]ifcn[2]©5v^ 

[10] HU, 9>y^>^«B»*lB^^ MHC^^^I^-C^SHLA-ABC, MHC*5* 
II^F-C* &HLA-DR, CD80fc <fc VCD86*«»5l* ttT v* *> £ i: i" * [ 9 ] O ? > 

[0 0 10] 

[ii] 9^y>w^>^«iJft***««!k*<>^**% [i]*fe[io]m»-fJi*o9>y 
[12] r/y;wN^aw«t^s> [n^eno^w©?^^ 

[13] 2]M*?iXfrtt&*M*Ztifc9>r 

[14] B-*K^V>, >^«tt>'CCR67&«*fflfl&a®t'l&m$tLTV^[l 3]<0 7^ 

[15] $ <b fc % MHC* &HLA-ABC^ MHC* 9 ^IWPC* 3HLA-DR, CD80i3 

[0 0 11] 

[16] t: h5fc*8lMM23$lil33fc-?&^ K^U 5Vr'J CCR6, MHC*7*Ifr 
^-•C**HLA-ABC> lfflC*?*II53- : PC*£HLA-DR, CD80i3 J: 1^0086 £ iiT v> 

[1 7] [1 4]*><b[l 6]Ov>-ftL^O^>y;v^>'^«> 

[18] [l 4]^<b[l 6]<0V>rtL75>O9^yA^>^TO. 

[i 9] [i 3]*^[i 8]ov»i**t*»o9vy^N>^«uft**tfE*r^" t ' 

[2 0] **fcli*ft*»#It*S[l 9]OSIflM, 
[0 0 12] 

[2 1] ?>r/i'^:'**m#Jft*MB»'?**- [2 0]©iiL 
[2 2] *fflJJ&s K»*fc«JIUIft»*^^»*frmttRlB<o«iW, ««tfr*t«±*0?&iSf 
, aaft*«U[L4*:»*TVA'^F-tt*A©»*K:fflv>?,*t*, [1 9]<oE**Ufc«K 
[2 3] 7 vy;wN^^iW<*iR|yffl)6t*4, [2 2]©g*ift*», 

[2 4] t h*><b^L^*^lfll#^«:, y^f'J^K, GM-CSFiSitnGF-^O^ 
[2 5] h^hU^LLtzmnsSSL^m^, Sv + Vir>Y. GM-CSFiS J: UTGF- fl tf>#^E 

[0 0 13] 

[2 6] S y + K**% Delta-Is Delta-2. Delta-3. Delta-4, Jagged-1*3 J: tFJagg 

ed-2^ h % 2>&fr h ft* [ 2 4 ] * iz\t [ 2 5 ] ?>r6fKJl 9 > **;Wn > **Bl!&<0W*Wr 

[2 7] J ?* y ) If*' K*«Delt»-l-C**[2 6 ]tf>?6«t?ffl 9 >^;W\ >^«BB&<DfSS!l^ife 

°[ll^^^] 
[0 0 14] 

t h /ffV#>K, GM-CSF33 <£ tfTGF- p <Dft&T-?igm'f Z> ^ tKX 
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10 0 15] 

li, t> *$lMM&Sfcfr -/ * *• U *T > K, GM-CSF# i 1>TGF- /? <Oft&T-&8mT 
[0 0 161 

o #5Mlifcfcv>-Cttfc b5feffliHJ|iJR3»0^t>OCD14l»ttJm8Sl*fflv>*, KCD14R&i4Wti 
^ttO^tt^JMil"*^*''^* 0tix.»fMACS Microbead(Mitenyi Biotectt) fcfflv> 

<li95%JSLt, «e>U»*t<tt98%UIL±-e**o Jflv»*Jlift;WM*-C****} **** 

[0 0 17) 

&® b&M2*Z> - 1 * v»v^ CD14»ttlW8&0**l*»w £ tib<Dft&® imta LTifc** 
^fx.{fiv^o ;?f'jr/K, GM-CSF^«tOTGF- i ff^v^-r^tCD14^«flfla^ 

[0 0 181 

(Notch) *«B&05MtfcMa+S "> ^/MSSSfc < 

> Y\Z\tTfr9 (Delta) t V ^ ^ K(Jagged)* 4 * «3 > ^tL-T^Delta-U Delta-2, Delta-3 
i3 £ tFDel ta-4& Jagged-1*3 J: tfjagged^ t nf * * n - ^rtq^fc-T & (Mumm 
JS Dev. Biol., 228, 151-165, 2000) „ *&WZ&\,*X\±Ziit>wrtl<DS y f- 

«>«FfcDelta-l* f flF* tv> 0 / K* tz\*S ? + V # > K* = - &DNAl± 2 De 

lta-l*»3RL-CV>*H >S*0«BI&, WLUfr 4 h (keratinocyte) J: «) itfe?- 

HI*B*feKJ: $JH*W?**K Be£*#3*iTv**E?!H»» (Gray GE<=>. Am.J.Pa 

thol., 154, 785-793, 1999) - t i> "C § £ o 

[0 0 191 

GM-CSF^itnGF-ifftt^^i^U 3^tT^> Y<7)i><D\,*"rixZm\<*Xi> X^o $;m<n 
[0 0 2 01 

i&«fflJ&Attaiir«l»«Ifi^*&*K:fflv^tL««illi*fflv^tf J: <, 0!]£lfRPMI164(k 
DMEM, HEM**'*** JMfcfcttdMfclDCT, FCSSO«MtoJfiL«K «U 7 5^, *fc£»R 

^*«-r& 0 fcjm»fctt**vM±fc hfc*jm», jiiLilt**v>tt*o*fl'«rFcs»©ttW 

IS^v>^iftLv\ i/i. $MlLffl/<y^*Jiv» -effort 
[0 0 2 11 

^H^b b*«^e>#'btL^CD14lttt»^JK{±. 1 X10 4 ~ 1 X10 7 WmL> £f 
* L< tt 1 X10 5 ~ 1 X10 6 WmL-r-&& 0 
[0 0 2 21 

>5|CffiJllL^fe»&*tfeCD14»tt«B|fe*J&*i-*IRO, GM-CSFiSSli, lO-lOOng/mL** 
#f £ L < > TGF- /? 14 1 ~100ng/mLrt*$f f Lv> 0 
[0 0 2 31 
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y y f-y Ktt, UtrftO* ? Kj&*^S§Ort&ffi3*KSffi<bLTffiv>*oWt Lv* 
[0 0 2 4] 

T myc*W<*S^ V5* >/^K, 6 XHis*©#y fc**^**^*- 
o i fife yf'J K I4RR5£S*l1% 

> MMi*«£*IIIJftfc*XU ya>l£*>'hI*fr*:"<*JtfcUT»«3**U*J:v>o DN 

> J.Sambrook, E.F.Fritsch & T.Maniatis (1989): Molecular Cloning, a laboratory m 
anual. second edition, Cold Spring Harbor Laboratory Press&tf Ed Harlow and Dav 
id Lane (1988): Antibodies, a laboratory manual. Cold Spring Harbor Laboratory Pre 

LfcBRfcy ?*y KjWWfcfc^ -/ ?*y K-eiBft 

fcv*}. i^oyy?-y#>Kfctt*3«'*:/*Httlfl^fclR6 

[0 0 2 5] 

*no:fri£-efH iW ? -eiJo Kossrt&W^0>*&#*BefcR£tt* < 

T'V-hSrfflv^ yy^y#>K Delta-l*64MF-OByc^^^^KfcM^**"Cffl v> * 
J#*ffl$»tl^g/ii~20/*s^BiL^»Koa^cttfr*A*tHfflft-i-ntf J:v> 0 

[0 0 2 6] _ 

h sMfijflL* <b nt:CdU®m&MV> ^^f'J^K, GM-CSF*3 J: OTGF- /? 0#&T-e?> 

[0 0 2 7] 

£ O J: 9 h i 0 CD14HM4»III&*#« U J 
h\ GM-CSFfc J: OTGF-/9 ^«Tt?^-f^» £ t «fc >9 9 >^»a&*W«-*"* - 

•f )V £ mm. £ -£ S z. t £ M&ilr & o 
[0 0 2 8] 

yxmrnnmrnKti, MHC^7^I^T*^,HLA-ABC. MHC^7XlI^-e$)^HLA-DR. CD 

(±i|iE# 2004-3076431 
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80*3 J:O f CD867& , lfe^$^"Cv^o CftfcOffim*«&m£:h/CV»*^"? tf*t4, £*L<btf>#t 

^e-XSrfflv^-Ci^l-S-t^-e^^o FACS*fcli7D--*M b*-*-*/B 

v>TT<>^lSW7i < *>*^^'7^3£-tS-t^-C^*o FA(^ 7n-t>f Y*-f-£ L 
TliWx.tfFACS Vantage^? hv-f-f^W >ttm. FACS Calibur(^* b>-f 

[ 0 0 2 9 1 MU . 
10 0 3 0] 

*»Wti, Sfctb^Jh^^iBB^tt^J:^^ GM-CSFi3 «fc IMG 
[0 0 3 1] 

2. ? >Y)i>/\>xfflm<7)mm 

tiJifS J: «? ft <b ft* 9 > r ;wn > *iffljfe £ triSXfiM * 4 * 

So 

[0 0 3 2] 

S^*ia^AIDS^OS^M^^^LTi3i), 3fejR*MO?>^*^>*«lfc*** Rttfc 

S&t^h«*^tt*BE*5% Goodpasture^^ (01*. If, s ^tt^JfiU 

LV-lW«*««fl5J:^4eBftft«5A. *&v*tt*tMHfae, 7WV3r-14#^ Aft 7 
v ;v ^ _ % j ><7) i^yw >HF-tttfcW mm KM v> * £ *> -c § * o 
[0 0 3 3] 

*fflv»**, *SV>tt*L*0*WJliL**«*i-&ttKJ: «9#<btLSCTL(cytotoxic T ly 
mphocyte) *f Ijffl f * £ t *> X # £ c 
[0 0 3 4] 

■5-ttSfeHIBlOJIIIHU ^>/^*fitR©»^ l~1000//g/mK JJ 4 L < 1410-100^ g/mlO 
[0 0 3 5] . . 

<D7>r)\>^>xMi& *^t*wm&.)&m *fcm~m^z o. 5 x io 6 ~ 10 9 * 

miiE# 2004-3076431 
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TGF-i8o#^T-ei§*i-*c:ts:^tf^ js, anna, nas-b t -? 

otJR#*AW«llB** v»ttA#*AJ^*>IM&tr*:MMR LTfflv»* 0 
I 0 0 3 7 1 

B**« A * fc T V/ * A* * ft**"** * * * • 

[0 0 3 8] 

[0 0 3 9] 
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mnw 1 1 

[0 0 4 0] 

J§*fcW:2mMOL-$01'* 5 >\ 50 U/alO-*- -> V >> 50 fig/m\<DX hU^fv^fyV 
* Istt RPMI 1640 ( B **** **) *tiim L , (FCS) (Hyclone, Logan. UT, USA) «r 

10%T?*UDL.fco GM-CSF14*U >\£-fr<KS)s IL-4tt/Mf*fp(*E)*»?>tt-^«:S»t^ 
o TGF- j8 t IL-15 (±R&D Systems(Minneapolis,MN,USA)^<bj&AL£o GM-CSFJilO ng/mK 
IL-4(ilO ng/mK TGF-£f4l0 ng/mK IL-151410 ng/mlT'^ffl Ltz 0 
[0 0 4 1] 

Delta-l^Sffilbl^ PXTOH 3 ) KLTfrofco 

Delta-UiittJ-C^^UT^^^^fflyw-htCHffl^L/iWhishi Kb, B 
lood 98:1402-1407, 2001; Ohishi Kb, Blood 95 : 2847-2854. 2000; Ohishi Kb, J C 
lin Invest 110: ' 1165-1174. 2002) o S1\ ^ * X*fcmydfrffcF(ab* ) 2 Sfrtf-*PBS&::T5~10 

fig/ml©**teP*U 24^x;vTOiffl7'^- MNunc, Roskilde, Denmark) K1~2I$ 
W37"C-e»L.@ffl<fcL*:o PBSt?«fe»Lfc^ *M**flMfrfr*rn * *-*-*fc*fc2~10 
%OFCS£-£frRPMI 1640tJgtffl7'V- h^SO^r-C^iP U -g-<?)?&, t: b Delta- l<75*ffl 
J&fl.K^'f >t 61® OmycSfi^"^ & Del ta-1 3>X^7^ > SriJnx.TM'ffc Ltfio Delt 

a -i a^f?^ni, m^mxLfzmmmw(o±m^bmmLtzo Deita-i 3^ 

h5^K?)3>ba-;vi:LT> itfc^M LT& v*NS0#ffi )&**ODlHfcigifc (condi t ioned 
medium) fcfflv**: (Ohishi K. Blood 98:1402-1407, 2001; Ohishi K. b. Blood 9 
5: 2847-2854, 2000) » 
[0 0 4 2] 

L tzmt& «t V A#5fe »4 J»T Oil *> "C * * o 
ttJBLfc^ *n— *->Hfcfl:: FITC-^CDlatlt#.PE-^7LHLA-ABCJn:^(DAK0. Glostrup, D 
enmark); PE-&CD14&#,PE-ffiCD80&#,PE-#iH^-DR^# (Becton Dickinson Immunocyto 
metry, San Jose, CA, USA). PE-^Langerin(CD207)^.*n:E-CadherinSL#:(Immunotech. 
Marseille, France) . PE-#CCD86#Lfls (Becton Dickinson Pharmingen, San Diego, CA, 
USAK FITC-SuCCR6#L'f£(R&D Systems) o HTC-mouse IgG2a (Becton Dickinson) , FITC-rat 
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anti-mouse IgGl, PE-mouse IgGKBecton Dickinson Pharmingenh mouse IgG2b(Coulter 
Miami. FL, USA)„ 

1° 0 4 31 * , x __ . 

mM*®*'&, te#B*Ai: t)5fc*8Jlll*^'; >JtJD^tfco ^M&^CPBMCsW 
icoll-Hypaque(Nycomed Phama AS, Oslo. Norway) fcffl^T Oifcl;i$ifc8;K-C$3»JI§ Lfc„ C 
D14HH4«tiPBMCs«t «)MACS Microbeads(Miltenyi Biotec. Auburn. CA, USA) td-C^m 
t/c(Mitani Hb. Br J Haematol 109: 288-295. 2000; Araki H<b, Br J Haematol 114 
• 681-689. 2001) o £<Z> iitzmmm&Wommt^%\>X±.Xib^o immM 

10 0 4 4] 

# h tt/.:CD14R&14m*y.TO^^^ * Lfco 

CDl4lH4mti5Xl0 5 1B/ml<OiftJK-C, 10%FCS£«I LfcRPMI 1640£fflV*T24-> 

ig«i&{±3~4B4SK£mL*:o J: ^ ^^-C6B 
ftffig^&fcfflv^^Sl^ffJiSISSSr^v^ £ii»ffci4trypan blue dye exclusio 
ni£-CS5£Lfco 
10 0 4 5] 

li~S^'fe"C : tf V>> 53*#f«FACScan(Becton Dickinson Immunocytometry) 5rffl V^Tifefl L 
^^^fmiCellQuestV7 MBecton Dickinson Immunocytometry) =H££! L-fco 
^-fe^fttix «B»*2XABiaj(lLt»K:-C*«f*WiBft'«:^ny * Lfclfc, 4Mttt#*41C-e30 
^KJ^inb-Cffofeo Propium iodide»ttJWJfe*JB*Bllfe t UTPft* Lfc„ E-* 

ij yt^vyi; ^ortMii, tf> tflcE-* K^v vfitflti:REB$*, «c»Wrrc-9 

•y h^**IgGlffitt*»lU +**<DT*XIgGrcrny*L*:&, PE-tfc? ^ >J 
10 0 4 6] 

( 1 ) GM-CSF + IL-4 + TGF- p Jf&fo *5 * CDl4R§13:$l)fe fc*H" & Del ta-1 Oflpffl 
Delta-lOfc b^ifiL#»ibLC^O^b^2Sl{?1-#ffl i Sr^Wi- ; 2>^*^s PBMCsJ: 0^ 
?i|L^CD14(t&ifflm : S:*)e>^Ci6Delta-l7&*@ffl'fk$tL/io i§«ffl^V-H^ JM**»&L 
C^05Hfc£3:#1"£ t^^tLT v>£ GM-CSF + IL-4 + TGF-/9 (Geissmann ¥h^ J Exp M 
ed 187: 961-966, 1998) > GM-CSF + IL-15(Mohamadzadeh \hh, J Exp Med 194: 1013-10 
20 2001K £>&v>t4GM-CSF + TGF- p (Guironnet Gh, J Leukoc Biol 71: 845-853, 20 
02)<D#<ETfc6BW*&*U Mmm& J: tma»K«r*W Lfco Delta-10^> bn- 
^tUtt, ;&i&fc^Lfc*HW&:Ml*JBv*fco CD14»tt#BIJia«r24^*^"/V- M15X10 5 
fl|/mlO«K-CDelta-l^T«>*vMi*^ET"t?GII-CSF + IL-4 + TGF-^ **Un LTJ&« 

H 1 ^ 4 D 7 elta-l#«T*^V^±^«TT-OGM-CSF + IL-4 + TGF- pitZXty CDHPir'S. 

GM-CSF 4 + 8 IL-4 + TGF-p-cmm^fitzmm^ »tt*WK»*DC«|-C, CDlaNlttCDHIfttt 
-eE-* K-^U > fc^sHLTV^^ 7>yjV*ISiL"CV^^ofco Delta-1* 

(HI)* HI*. fittSyaJ' hn-*ffi*M^»W****LT*5«K HM*)^^ 

^ y ^ O _ ^ * jfrfc-C *>#*f tt* * 3* L T V> * . IS* 14 3&® 0#CifcO F«3 Oft* W ft 1 0 
[0 0 4 9] 
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(2) GM-CSF + IL-15^«^U*5tt*CD14l©1±m^Wi-SDelta-10^ffl 
^C, Delta-IOGM-CSF + IH5»ftTK^»t*CD14Btt<BII&H*t-*-*f*ffl*ttWLfc 
o CDl4K3r1*jjsIB)ia =&• 24 ^ x^U- h K5X10 5 ia/mlOiG£^Delta-l##Tfc^Mi#|q?& 
Tt?GM-CSF + IL-15*»lLTig?gLrt:o flDJi&fclHliRU H^LfcttH 

rv^o ttr*ttikH<!>3Mfcorto^t*w«:io*»e>oto-c**. gm-csf + il-i5t«» 

SiifcMftt*, »a*tttt^^O7T-y*Tf*0, «TB««-C»iCDla53»1ftCD14PIBtt 
■C K^'J vk^yU ^tikfcfc&ircfcofco Delta-10i»K<fc 0, CDlaOIS 

10 0 5 03 

(3) GM-CSF + TGF-/8#^kt-*J»t4CD14»tt«IH8HC»i-*Delta-10f^ffl 

GM-CSF + T(T-/9#*ftKiS»t*CD14llt^«lC» , t*Delta-10ftffllCOV»-C'btWtt 
fco CD14Htt» : Sr24^x;vyu- h H5X 10 5 1H/ml<0iRj£-CDelta-l^T** v»li*M? 
^T-CGM-CSF + TCF-j9**iJnLTJ&£Sl,fco *«6B&fc* *fflJ&£H]JK U HfcTPbfctt 

>l>ffi#^OflMfrtt**jSLTiJ ») , «9 ^fflv^;*; * n-^;v*fc#^Ofl?$r*t*£7F 
LTV>& 0 ^m{±MO||1^0I*l<Oft^6<J'5:lo^t 3 0'J>Ot?*^o GM-CSF + TGF-/8TR 

iff 3 *Lfc«8&U: v * D77 - y»<o^|R*^ U CDla»ttCD14»tt-C* 0 . E-* 'J > 
k 9 >lik CPfctt-C*ofc. |Wi*V»£ k Delta-lOittK «t 9CD14***S 

©la<B»5M t Sft<R*S*U B-* K^V >k9>rU > k * fc»ttfc**fc 

SO 0 5 13 

(4) Delta-1 + GM-CSF + TGF-jff ^f|*«iifcLC«Nitt«>CDlalWt«IJftK*tt*B-* 
K^U >k?V$*'J *©»3U5j:0 r 9><**y *»tt*M&fc:&»t*B-* K^U >tCCR60f& 

Delta-1 + GM-CSF + TCF-/?^ifig$nfc^M£T££ C k *«frf**:<>^ CDla 
»tt*llftfcfc»t4E-* KA'J>t7>yj V^M^i^^yj >&1Si*IBftfc#tt*E- 
* K^U >kCCR60»a*«rttL^« CD14^tt««r24«^x;V7 p W'- > K5X 10 5 1S/mlO 
^JS-CDelta-1 + GM-CSF + TGF-£«r*illLTJ&*Lfc 0 *gS6B&K. flH&*DttU Jft 
CDlattflcktt^vry >«#**v*littE-* K^'J >#vft> ifc^yy >#L#kJftE-# K 

m^^-To ^*ti|&liIO^OF*3^^^1^^'b<0 ! J>^"C**> ; 5>o CDla»tt«II6081%0 

&mmv>7S%V>MBm-fJ K-^'J >lttt-C, 58%<&>fflJ!&a t CCR6R&te-?*o;fco 5Xl0 5 iiOCD 
14»ttJWB&3&»e>2.1±0.7 x 10 5 (n=5)<O«Bfla7&«EIJR$n^o 
[0 0 5 2] 

( 5 ) Deita-i + gm-csf + tgf- p x-mm * ivtzuMmm^^M^mm^^^ 

Delta-1 + GM-CSF + TGF-/3 TRSS *LfcLC«WBttO*ltJltll**ttM**^®*»* 9 

>yy ^wttffli&^H^fcftLfco cdi4^«*24^^;v^^- M-5xio 5 Wmi<^^ 

JK^Delta-1 + GM-CSF + TGF-0 ^iLT^SLfco J&*6B!fefc, «W1&*IIIIJ|XU tt9 

hn- ^St#T?<J5»*f ft* * ^ t x V) , JI& «J v> fc* y * n - ^ /i/tfc#-co#&f ft 
*tfUV»4, «f*ttSfcia©*KOrtO^»«:lo*»e>o4©-C**o 
tta-W«DJfflIfttt±SJa»jS'S'**® (major histocompatibility complex: MHC) 9 

* ^^II^-e^^HLA-ABC. HLA-DR^^J^C^ (co-stimulatory molecules) Tr£>&C 
D80\ CD86=S:^b-CV^Co 
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Jiffi (1) frb (5) ©«WO«r*J:»)JaTO*ffi*««WUA:o 
DCttA*«:*^-Ctt«tk*A»=«fC*0, *Jt**tLCfc dermal DCfctflttvCv* 
*(Steinman RMfc, Annu Rev Immunol 9: 271-296. 1991; Banchereau J^>^ Ann i u J«v 
Immunol 18: 767-811. 2000) e *< **DCI*#*/** n 7 r k» 
$ tlf V^*<> ^ * * ©#«MBIfiOJ&** # V> TGM-CSF#fcT fc^Jfc * ft* &&3R# * 
tf7^n7T-m443a- - *>rt KDC«>#<E*«* $ ft* £ t "C. DCW^/^ * a 

*»Tfc*C:fc#5l&Sft*:(Inaba K<bs J Exp Med 176: 1693-170 
2 1992)o in vitroOJMI*e*v»-C, t: hOiSJ^IftL*)* v^Ji^jfiL* fOCD34 

n&MUfe*' & <0I£O»***«JtoCD14»1&Wl&a» & cDdermal DCO»**«?T«B * o C 
bK&ls fchO#«»DCKP1-**»»*tt*«»« c jl#t, *ft*fc»i-*W* 
»i&feftfc(Caux CP), Nature 360: 258-261. 1992; Caux C<b, J Exp Med 184: 695-7 
06 1996- Strunk D<b. Blood 87: 1292-1302, 1996: Geissmann Fb, J Exp Med 187: 
961-966.' 1998; Mohamadzadeh M<b, J Exp Med 194: 1013-1020. 2001: Guirorujet Gb 
J Leukoc Biol 71: 845-853. 2002) o JMfcOffiSW LCttaMMMEffllft* 

- v* i: ii^J £ H * # *. 6 ftT fc (Caux C b , J Exp Med 184 : 695-706. 
1996)o LfrLtt&h. v><o*0->M h iJ 4 > <D®.fr&t>*kK J: •) . *MCD14R&1±^. 

fcLDttflia*****-? * * * ft- *> io©Lc^©««ffc«*«>irtttt*«« 

7F$ ft*: (Geissmann F*b. J Exp Med 187: 961-966. 1998; Mohamadzadeh life* J Exp 
Med 194: 1013-1020. 2001; Guironnet Gb Dezutter-Dambuyant Cb, J Leukoc Biol 7 
l: 845-853. 2002) » 

ttJM**dermal I)C©$Mfefcl£»*#*Tv»&Delta-l*5&SLTV»* i i: ^fe (Ohishi K 
b Blood 98-1402-1407, 2001; Ohishi K.b, Blood 95 : 2847-2854. 2000; Lowell S 
bl CurrBiol 10: 491-500. 2000). Mt£*L*-C«#**fCV»*CD14»tt»**e»L 
Ct«*-i-***5R^*»t*Delta-10^ffliCOV»T<M*t"r*fco GM-CSF + IL-4+TGF-/? 
*SV>{±GM-CSF + IL-4 + TGF- p + Delta-10fftET^CD14»ttJ|i.««rJ&*-t-* %b 

/Co C-typeO (lectin) L 9 ^liBirbeck^fc^KBiaLfc^ 

-C* 0 , LCK#^&7& s ii&^ Ztfrb (Val ladeau J b , Immunity 12:_71-81, 2000) . £ <D 
^W5fea$ttrv>4v>fflia»iLCOl*tt*+^C«»U^^*^» 4 W^tt^o GM-CSF + I 
W5T#6iifcMtt&-* K^V > fc 9 ^'J V**«?tet?*> 19 > ^ftfcDelta-lfcaDx.*: 

v»i*nomtLCO!tHt*»*>**>*-C^4v^#£feiifco GM-CSF + TGF-/?£«]L 

fcWr^&ftfc»ii»<> ^ >**»t-c4 <B-a K^'J > felfcte-e* D - mmoz ttf 

Wx.<t m*-C, ZtitX'<Dm.& (Geissmann Fb, J Exp Med 187: 961-966. 1998; 
Mohamadzadeh Ub. J Exp Med 194: 1013-1020, 2001; Guironnet Gb, J Leukoc Bio 
1 71: 845-853. 2002) k®.* ®JW»*©»v>ttfW|-efti" , ^OfctW'tfR'*** * 
#x.TV^ 0 L*L***fe* B^feitlwGM-CSF + TGF-/8^Delta-l*inx.JtJ&«|T?tt. 

50%m _ho*ffij& he- * u y 1 9 > y y > oi&m*^ e> ft> r/^J > ih£*jbj&o a> * 

fcl±. ^A^LC^HmL^tt<b*^O^l-M^*fcW^tLTV^y^*^ Vmacrop 
hage inhibitory protein-3a (MIP-3 « )0*^t?**CCM(0^bonnier ASfe, J Exp 
Med 190- 1755-1768, 1999) fcS£9l$ ftTTv>fc 0 t^ii*^ CD14fet£ifi.3» fe GM- 
CSF + TGF- fl + Delta-l-CW^CStL^IBlftttLC-Ciitfc*^**^^ itLfeO 
MK^V: M«C0^9^I, * 9 SHLA-ABC. HU-DR^*^8^"^*CD80.CD8 

tL^LCOTaWJM^^ ov ^ T{i ^> ^ft^-^^^o 
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$-?^/-<M MiDelta-l£$femt"C^2>*flt-Cfc< (Lowell Curr Biol 10: 491 

-500, 2000) * GM-CSF*3 J; £>*TGF- p i> L- "C v> 4 (Luger TA h > J Dermatol Sci 13: 5- 
10 1996)o m*-t>*in vitro -CCD14HMftJiL^e»LC*lll#L.fe***** in vivo 

-COj£jfl3R# Ki£ v>i O t A to *u &#l*3 "C **S]faOCDl4R&1£l|I.SjW*j£ * Si L 
KA*)> ■fr-^fV-'M hri*5Hfc&&v>W:f&^-*-&GM-CSF, TGF-/9, Delta-lKflfctU LCIC 
5HtirZ> tfem-VZZ* 3fcJ£K#£-f&, it*®.. &mSL macrophage colony-stimulat 
ing factorial"* j50£1&fc * n 7 r - VKMB t liMfc o fcCDl4RS1±<OLC 

^m^ov^TW^^^^CUrregina Mb. Nat Immunol 2: 1151-1158. 2001) 

[0 0 5 6] 

Ztit-zmfeKitzex vivo&tt&fc h^JfiLCDUR&ltm^^^LC^^W^KS^fe 
CD14fi&14#^«bGM-CSF, IL-4, TNF-« if l:i ot|!f$ *i&v>fc>tf> & derma lMDC7&*ffi 

[Sm±05PJfflaI^tt] 
[0 0 5 7] 

^n^^^f^ <b tit: 9 v y ;wn ^ x jfflia* 9 > r ;w> > x «Bjfe<^«Biia^^fi<jw^ 
j&mm~m\<*&z m. mm. isifcusua^ffi^^ 

[ElffiOtBim^rai 
[0 0 5 8] 

[IU1] Delta-l^T^^v^li^ftT-COGM-CSF + IL-4 + TGF- /? J: >5 CD14RI 

mmfrbn&*frizmu<»T&K<nmft<»&&*Kirm-zibz> 0 

[HI 2 ] Delta-l^T**v^ti^^ET-eOGM-CSF + IL-15K«fc 0 CDl4R§1£iiffl» 
[El 3 ] Delta- 13MTF <& * v>li#M£fltTT-OGM-CSF + TGF- plzt*) CD14R&t£*BM&J&> 
[II 4] Delta-1 + GM-CSF + TGF-|8^»*$*L^IX«IWIBI&*^CDla»tt«Bll&t*»t 
i: CCR6?>S£3itf>fl$#f t^-tll-e*) & o 

[SI 5] Delta-1 + GM-CSF + TGF- px~mm%titzfflM<Dln,m&7Fi&MM&fr : 3-V>% 
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Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 



U BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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